UocicetJNo.. Uy/^.1UU5-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES 
Inventors: Junrning Le, et al. 




1 l 1 ! j L 

IO~ 2 fO"* 3 I0" 4 ICT 5 ICT 6 10" 

Dilution of (A2) Ascites 

FIG. 1 



Title: ANTI-TNF ANTIBODIES AND PEPTIDES, 
Inventors: Junming Le, et ah 




12 4 8 
incubation of rHu TNFat 60°C(hr) 



24 



FIG. 2 



Title: ANTI-TNF ANTIBODIES AND PEPTIDES 
Inventors: Junming Le, et al 



6 
c 
O 
ro 

CD 
Q 

o 



1.2 
1.0 

0.8 
0,6 
0.4 
0.2 




0.0 



"I TTTTTmj I i i uiiif r-rT-rnrrnj \ \ i \ \ u nj — s — \ 111 1 14) 

-i 1 10 100 1000 ioooo 

MAb (ng/ml) 



• Natural Human TNF 

o Recombinant Human TNF 
a Control 



FIG. 3 



Title: ANTI-TNF ANTIBODIES AND PEPTIDES. 
Inventors: Junming Le, et al 




uuuQ£9 *a*o 



Title: ANTI-TNF ANTIBODIES AND PEPTIDES, 
Inventors: Junming Le, et ah 




Ql 



(D 



E 



ujuo£9 *CT0 



Docket No.: 0^75.1005-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES. 
Inventors: Junming Le, et ah 




Title: ANTI-TNF ANTIBODIES AND PEPTIDES, 
Inventors: Junming Le, et al 




\ \ \ \ \ \ \ \ \ m 



o oooooooooo 



Docket No.: 0975.1005-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES 
Inventors: Junming Le, et al 




pA2HG1apgpt 



FIG. 8A 

BgiH 




Bam HI 



pA2HuKapgpt 

FIG. 8B 



uocKetiNo.. 09/5. 1005-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES. 
Inventors: Junming Le, et al 



£ 
c 

m 
o 

b 




I000ng/ml mA2 
!OOng/mi mA2 



0.0~t r i 1 1 mi] iii miq 1 i i i ini| — i i i nui| 



I 



10 100 1000 10000 

Chimeric A2 ng/ml 



FIG. 9A 




FIG. 9B 



Docket No.: 0975.1005-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES 
Inventors: Junming Le, et al. 




FIG. 10A 



30-i 



20- 



10- 



y = 25.953-!5.306xR~2 = 0.972 




1-125 chimeric A2 IgG 
Estimated Avg. Ka= 1.8 xlO 9 



O-J — i — ( — i — | — i — [ — i — i — t [ — i — j— i — [ 
0.0 0.2 0.4 0.6 0.8 1.0 1.2 1.4 



ng Bound 



FIG. 10B 



Docket No.: 0975.1005-013 

Title: ANTT-TNF ANTIBODIES AND PEPTIDES 
Inventors: Junming Le, et ah 



1.2-1 

1,0- 

0.8- 
0.6- 

o.4^ 

0.2- 



0.0- 




Natural human TNF 
o— Recombinant human TNF 
+— Control 



T I HI I I IHIij I 1 1 1 lUIj I — 1 I 1 11 U J 1 — 1 I 11 Ul j 

.1 1 10 100 1000 10000 

MAb ng/ml 

FIG. II 



No TNF 
Contro 
No MAb 
0.12/i.g/ml cA2 

0.37yLt.g/ml cA2 
I.I //.g/ml cA2 
3.3/ig/ml cA2 
10/xg/ml cA2 




1 i 1 1 

500 1000 1500 0000 2500 

cpm 1-125 



FIG. 12 



Docket No.: 0975.1005-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES 
Inventors: Junming Le, et al. 



o 




rM 


u 


rH 


<D 


Of 


cd 


CQ 


a 


d 


U 


CO 




>x 


< 


«5 




rd 


rd 


0) 


rH 


rH 


rH 


< 


< 


M 


tH 






cd 




a) 


> 






rH 




5^ 


cd 


0) 


>i 


> 




E-t 


CQ 


cd 




-H 


rH 




OS 






cd 


a 




rH 




rH 


*S 


< 


cd 


) — I 


Cd 






rH 


rH 


> 


< 


cd 


O 


tn 






M 


<D 


CU 




CO 


CQ 


tn 


0 


>t 


u 


u 




< . 


CU 


cu 




rH 


O 03 


O CO 


o cd 


tH f< 


CO < 


LO > 






rH 


CD 




<d 


CO 




> 


O 




0 




*H 




a, 




h— 1 


U 


a 




A 


rH 


rH 


Eh 


o 


a 


tn 










CQ 


< 


h3 




u 




CU 


d) 


rH 


cn 


CQ 


CD 


< 






tn 


<D 


rH 




CO 


CD 




$H 






CD 


rH 


<D 


CO 


CD 




tn 


cd 






rH 


rH 






CD 


rH 


d 


rH 




rH rH 


tH cd 






^< > 





O 


3 


rH 


r-i 


<D 


M 


CU 


a 


M 




u 




0) 






CO 




CO 


CQ 


<D 


•H 


>1 


rH 






fH 


rH 


Q) 


0 




rH 


rH 


H 


rH 


CU 




<d 


3 


0) 


rH 


rH 


a 




o 






M 


CD 


a> 


>i 




CO 




rH 




C^ 


OS 


o 


M 


> 




Eh 


CQ 




0 


•H 


0) 




i£ 




a* 


U 


d 


CQ 




CQ 


>i 


H 


< 




r-t 


rH 


cd 


0) 


cd 


rH 


cn 


> 




o 


CQ 


o 3 


o k 


o N 


tH rH 






H CD 


CQ 


U 


(d 






rH 


o 


Eh 




>i 


d 




rH 


rH 


rH 


CD 


CD 


CD 




U 




rH 


>i 


rH 


CD 




CD 






O 


rH 




u 


CD 


CO 




CQ 


rH 


u 




cd 






> 


EH 


0) 


<d 




XI 


rH 


rH 


CU 




CD 






tn 




rH 






M 


< 


rH 


to 




m 




rH 


> 


<: 


CD 




5H 


«H CQ 


H rH 


H CU 


O >, 


U3 CD 


00 CO 


H U 



CU 
CD 

< 

o 

r-t 

CU 





3 


CQ 


a) 


< 




a) 


cd 


rH 


rH 


H 


< 






rH 


rH 


CD 


H 


td 


(U 


rH 


rH 


< 


M 


u 




0) 


rH 


CO 


CD 




<U 


<D 


,d 




cu 


tn 










Eh 


o cu 


O rH 


CO CQ 


LO cd 


H <C 


H > 




d 


rH 


rH 


CD 


CD 


w 




>^ 


rH 


1-^ 


CD 






rH 


CD- 


CD 


CO 






<D 


rH 




CD 


d 


cd 


rH 


rH 




<C 


0) 


CD 






04 


CU 


rH 


CU 


fd 


CQ 


> 


< 






rH 


(D 


CD 




H 


rH M 


C>3 rH 


^ >1 


H CD 


rH Eh 



H 



Docket No.: 0975.1005-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES.. 
Inventors: Junming Le, et al 



0.2 



0.15 



o.a 



0.05 



0.2 



0.(5 




1 II 21 3! 41 5! 61 7! 81 9! 101 III 121 131 141 151 

TNF Sequence 

FIG. 14A 



0.05 



0 



0.8 



0.6 



O.D. 



0.4 



0.2 




II 21 31 41 51 61 71 81 91 101 III 121 131 141 151 

TNF Sequence 

FIG. 14B 



0.8 



0.6 



0.4 



0.2 



O 



Docket No.: 0975.1005-013 

Title: ANTT-TNF ANTIBODIES AND PEPTIDES 

Inventors: Junming Le, et al. 



O 
H 



O 
U 

ps 

CQ 
rH 



> 

rH 

> 

ca 

-H 

nS 

rH 

<: 

rH 
> 

o 
fH 

m 

CQ 

*H 

<D 
CQ 

o 

H 
U 

u 

CD 

cq 
u 

CD 

cq 

5h 
0) 
CQ 



H > 



rH 
O 

PJ 

< 

rH 
hi 

a) 

CO 

rH 
rH 

tn 

r-J 

tn 
U 

O CQ 
CO < 

rP 

ft 

rH 

Eh 

Pi 

rH 
O 

0) 
*P 

fl 

rH 
O 

>i 

rH 

o 

rH 

o 
cd 

rH 
< 

Pi 

rH rH 
<M CD 



H 


VI/ 




CD 


rH 




CQ 


M 




Li 


rH 




^. 












/It 


ro 

UJ 




rH 


-H 




JH 






P 


H 




<D 






a 


E-» 






H 

P 




>i 


CD 




H 






r-i 
P 


P 




0) 


<D 












.,,..1 




rH 






CD 


> 




P 






rH 


•H 




CD 






H 


(i 

H 




0) 






CQ 


E-f 




O 


M 




u 


a) 




PL, 


CQ 




rH 


O 






o M 




o > 


I> CU 




rH 


CQ 






>i 




t> 


u 




P 


k_ 




CD 


rH 




r3 


CD 






p? 




rH 


rH 




CD 


0 




Pi 


r>1 




ID 


rH 




< 


CD 




ft 


CQ 




ID 


>t 




< 


tP 




tn 


CD 






n 




< 






P 






a 


0) 




jP 


rP 




P 


rH 




rH 


05 




O 


> 




rH 






iH fd 


tH rH 




^ > 


KO CD 





o 
u 
cm 

U 

CD 

cq 

CQ 
>* 

<D 
rH 
rH 

cd 

rH 

<D 
CO 

<D 

CD 
>P 

a 

CQ 
< 

rH 

> 

CQ 

\$ 

Si 

rH 

O 

*H 
>i 



fH 

a) 

CQ 
rH 

> 

rH 
< 

CD 
rH 
M 

rH 

h a) 

CO CQ 



3 
CD 

r=l 

Eh 

CD 



O 
U 

P4 

rH 
O 

5H . 

ft 
U 
Eh 

O 

r4 

CQ 

cd 

rH 



0 
rH 
CD 



ft 
CQ 
< 

O 
5h 

u 

< 

CQ 
< 

CD 
rH 
M 



U 
rH 

rH 

CD 
CQ 

CD 

O ft 

ro CQ 

th <; 



3 

CD 

VH* 

rH 
< 

CD 

rH 

H 
CD 

rH 

H 

>i 

rH 

CD 

(D 
X! 
Oi 

5H 
>i 
Eh 

O rH 

lo rd 

^ > 



n5 


>i 




rH 


rH 


rH 


< 


CD 


CD 




CQ 




rH 


>t 


rH 


O 


iP 


o 






u 


rH 


rH 


<D 


O 




CQ 


O 






rH 


CD 


rH 






CD 


M 


PI 






rH 


rH 


EH 


CD 






CD 


CD 


rH 






CD 






fcn 


rH 


ft 


5h 


cd 


CQ 




> 








PJ 


rH 


rH 


<D 


O 


O 




vH CQ 


rH >i 


^ >1 


O >n 


CNI rH 




rH O 


rH O 


rH EH 



H 



CD 
M 

Pt4 



Docket No.: 0975.1005-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES 
Inventors: Junrning Le, et al. 



cd a> 

<; co 

CJ rH 

Eh f0 

CD rH 



cd rH 
a. o 



6 



O 

u 



CJ ft 

Eh Sh 

CD CD 

fd| CO 



CD 
Eh 
CD 
Eh 

cj 



Eh CO 
CD 3 
Eh <D 



CJ J 
CD 

i-H 
H 

crj 



CJ 

o 
CD 

<3 o 

cj r-I 

u ft 

Eh H 

cj a) 

Eh CO 

cd a- 

CJ CD 
Eh U 
CJ ^ 
Eh 



CD 
Eh 
CJ 
CD 
Eh 
Eh 
CJ 
Eh 

<3 M 



3 

cd 

CD 



cj 



CQ 



CJ CD 
Ei U 



6 



CJ ft 



Eh 5h 
CJ CD 
Eh CO 
CD 3 
rH 

CD CD 

CD rH 

Eh a3 

Eh 
03 

CD 
rH 



CD 

Eh 
CJ 

% 

cj u 
cd cu 
<3 co 



Eh 
Eh 



2 

CD 



cj j 

Eh M 



CJ 

Eh 
Eh 

S 



,3 

EH 

ft 

CQ 



F3j }H 

CJ ^ 
< Eh 
O >i 

CD rH 
CD CD 

iflj rl 

cj cd 
Jrj co 

CD rH 

O CD 
Eh U 
CD CD 

<; co 
cj >, 

CD rH 

CD CD 



Eh 
CD 



CD 



f=t| CO 



Eh 
Eh 



CD 



CD i< 



Eh ft 
CD CD 
CD U 



<! co 



rH 



CD 
H 
fa 



CD CD 



Docket No.: 0975.1005-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES 

Inventors: Junrrnng Le, et al. 



u 



Eh 

a 

EH 

52 



CD 

u 
o 

Eh 
CD 
CD 
CD 
Eh 

a 

2 



rH 

> 

Eh 
CD -U 



cd 
o 

Eh 



S 

& 

Eh 
10 



<} -H 
O 5U 



Eh 
CD 



02 



u 

Eh 
Eh 
Eh 

Eh 

% 



(U 

0 
rH 
H 
CD 

A 
Ck 
>i 

rH 



O CD 
EH ^ 



cj 

Eh 
O 
CJ 



0) 
CO 

rH 



CD tf! 

EH rH 



Eh 
CD 
Eh 
CD 



to 

> 



Eh CJ 
CJ U 



CD CD 



CJ 
Eh 



CD 
U3 




rH 



CD 
M 
En 



Docket No.: 0975.1005-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES. 
Inventors: Junming Le, et al. 





1 Aoq p juaojad 



Docket No.: 0975.1005-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES, 
Inventors: Junming Le, et al 



O 





I Acq jo ^ueDjta^ 



Docket No.: 0975.1005-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES 

Inventors: Jiinming Le, et al 





Docket No.: 0975.1005-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES, 
Inventors: Junming Le, et ah 




FIG. 23 



Docket No.: 0975.1005-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES 
Inventors: Junming Le, et al. 




00 



— r~ 
O 
OJ 



— r - 
CD 



r 
00 



— r 
o 



Docket No.: 0975.1005-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES 
Inventors: Junming Le, et al. 




(l/&w)ddD 



Docket No.: 0975.1005-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES 
Inventors: Junming Le, et ah 



< 
CO 
CM 



C9 
Ll. 



to 
x 

o 

OJ 
X 

o 



X 



<D 







CD 




r omo1 
i 




CL 









1 

to 

CO 

<3 



O 

O 
CL 
CL 

a 



~CE- 



cn ex ° 
m o E — 

o 



> 
a: 
o 
o 



to 

c a? 
a ^ 

8 « 



0) 

c 
o 
cn 

O 

~5 



Docket No.: 0975.1005-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES 
Inventors: Junming Le, etal 




jl^uva^l inu.. \jy / JMULO-Ui J 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES 
Inventors: Junming Le, et at 



00 

CD 



22 
o 

ZD 
Q. 



°J 



UJ 

o 

-Q H 
X 



a - 

J3 - 
X 



St 



CO o 
UJ 



o 

o. 



id • 
o 

' Z5 X 



.--co o- 
X 



CO 

cE 

e 

a 



o 



X 

CD 



92 
o 

Z> 
Q. 



._.EJ / 
§1 \ 



"3 
c 

E' 

3 



o 

N 
O 
X 

a 



< 

CD 
. CD 

w <r 

CO p 

v. O 

u O 
to j— 

— o 

> CD 

w O 
-c O 
H < 

> CD 

CD I— 
—I )- 

v. O 

Q- O 



CD 



CO 
lO 

o 

X 

a 



03 ^ CO 
Q. G>~0 

= O Qt- 



IS- 

CO c 



3$ 

CD o 

— CD 
< 

< 



c: 
O o 



c 
a 

£■ 



5 



to 



a> 
in 
o 

ci 

CL ' 



1 * 

.5* Q. 



< 

CD 
_ CD 

v. < 

CD O 

co 

© o 
to v- 

CD 
_ O 

_CD CD 
Q- O 



CO 



a.. 

w 
O 



c: 

-8° 



a> 



O O J 
«CD 

— < 



a> 



o 

CP 

< 
o 
< 
o 



a 
a. 



cr ol 
o 



Docket No.: 0975.1005-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES 

Inventors: Junming Le, et al 




FIG. 28 



Docket No.: 0975.1005-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES. 
Inventors: Junming Le, et al. 



r 

I c 

U O 

/ < J= 

r ^ c 



O 

cl 



r 



T3 



. Q." 



/ 



\ 
\ 



to 

c 
o 

E 

cr» 

o 



or 
o 

CL 



cn CD 



CD 

Q 



CM 



CD 



c 
o 

£" 



CO 



CD 

Z5 
CD 
—I 



CD 
CO 
O 

a. 

CD 
CL- 

a 
c 

EP 

CO 



"5. 
a> 

Cl 

w 

CD 

a 

CD 



\ 



a 



c 
o 



\ s-= 



cd 
< 

o 
o 
< 

_l < 

CD 

< 
-1 < 

CD o 

a. H 
< CD 

>§' 

CD CD 

CD c§ 

h- 

*- 

CD 

I- 
CD 

CD 
< 
O 
CD 
t- 
I- 
l— 



> 

a: 



5 



O O 



C 
O 

E" 

3 



CD 
CO 

a 

a. 

cu 



S 2 



CD 
< 

CD 
O 

r-co < 

^ *^ 
—J < 

G) 

G < 

CD o 
3 CD 

- 1 H 

co O 
>- < 
-> <C 

v- < 
if ° 

— CD 
_CD o 



CD 
CO 

c 
< (3 



CO 



CL 
O) 
Ql 

CD 
T3 
O 



-a v. 

CD.E 



— cd 

CD o 

CD § 

— I— 

= & 

CD 
< 
O 
CD 
h- 
h- 

L H- 



to 



<u — 
c 00 



co 

CD C 
O — 
-J -c 
cl rtz 



Docket No.: 0975.1005-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES. 
Inventors: Junming Le, et ah 




FIG. 30 



Docket No.: 0975.1005-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES 

Inventors: Junrning Le, et ah 



1.5 f- 




nM fusion protein 



FIG. 31A 



Docket No.: 0975.1005-013 

Title; ANTI-TNF ANTIBODIES AND PEPTIDES 
Inventors: Junming Le, et al 




nM fusion protein 



FIG. 3IB 



Docket Mo.. uy/^.lUUi-U13 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES 
Inventors: Junming Le, et al. 



* — p55-nf 




.001 .01 .1 1 10 100 1000 

nM fusion protein 



FIG. 31C 



Docket No.: 0975.1005-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES, 
Inventors: Junming Le, et ah 




FIG. 32 



Docket No.: 0975.1005-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES 
Inventors: Junming Le, et ah 



6000 




TNFconc. when added (pm) 



FIG. 33A 



8000 




O 100 200 300 400 500 



TN F cone, when added ( pm) 

FIG. 33B 



uocKet r\io.. uy/^.iuuD-ui^ 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES 
Inventors: Junming Le, et al 




(uid) 99Jj/(uudo) punoq 




(uid) sqj^/(uj6d) punoq 



Docket No.: 0975.1005-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES, 
Inventors: Junming Le, et al 




Docket No.: 0975.1005-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES. 
Inventors: Junrning Le, et a!. 




e 

O 

c 

O 

JQ 



(uid)eajj/(iudo) punoq 




Docket No.: 0975.1005-013 

Title: ANTI-TNF ANTIBODIES AND PEPTIDES 
Inventors: Junrning Le, et al. 



\20 r 



o 

CD 

CD 

O 

CD 
> 

CD 
w. 

Ll. 
CD 
UJ 
> 

£ 

t_ 

<D 
CO 




80 
70 
60 
50 



t 




ttt 




TtT 




\ 

\ 

\ 

s 






tff 







• Placebo 



□ 1mg/kgcA2 



A !0mg/kg cA2 



ttt 



ttt 



0 12 3 4 

Weeks after onti -TNFa infusion 



*p<0.05, **p<O.OI f ***p<O.OQI w/s^pre-infusion 
T p<0.05, Tt p<0.0[, m p<0.00] versus change in 
placebo group 



FIG. 34 



